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Provisional Response to Restriction Requirement and 
Request for Reconsideration of Restriction Requirement Under 37 C.F.R. § 1.143 

I. Introductory Comments 

This response is submitted in reply to the Restriction Requirement dated September 3, 
2004, for which a response is due on or before November 3, 2004. 

The Commissioner is authorized to charge the one month extension of time fee of $55 to 
Deposit Account No. 08-0219; and charge any other necessary fees to Deposit Account No. 08- 
0219 to maintain the pendency of the present application. 

II. Request for Reconsideration of Restriction Requirement 

Under 37 C.F.R. §1.143, Applicants respectfully request reconsideration of the restriction 
requirement dated May 27, 2004. 



The examiner restricted the invention as follows: 



Group I 


Claims 1-4, 55, 56 in part 


- - - - - J 

Compound of Formula I wherein R n is a theinyl 
of Formula 1 or 10 


Group II 


Claims 1-4, 55, 56 in part 


Compound of Formula I wherein R n is a keto 
group Formula 2, 22, 27 or 38 


Group in 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula I wherein R n is an 
isoindoyl of Formula 3 
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GrouD IV 


Claims 1-4 55 56 (in 
part) 


Comoound of Formula I wherein Rn is a 

\^V1111/ VV*11\4 \_/ 1 .I. VI llltllU 1. T V 11V1 Vlll 1 11 ^ 

heterocyclic tricyclic group of Formula 4 or 5 1 


Groun V 


Claims 1-4 55 56 fin 
part) 


Comoound of Formula I wherein R« is a 

V^V/iiiiJV/uiiu v_/ x x x/iiiiviiu x ▼ ▼ iivi vin xxjj Xkj v*. 

pyrrolyl of Formula 5, 29, 33 or 45 


Grouo VI 


Claims 1-4 55 56 fin 
part) 


Comoound of Formula I wherein Rn is a SfO^s 

V/V/lll I— ' V-/ VlllVi V-'-l VI A -A- A 1^4. 1 W J. ▼ ▼ A 1^/ A. V-' 111 x VIJ XkJ V* 1 J L.7 

containing group of Formula 6 


Group VII 


Claims 1-4 55 56 fin 
part) 


Comoound of Formula I wherein Rn is a halo 

V-' A 1 A 1^^-/ V*A IV* A M. VI AAA A V*- -A- T T HV1 Vlll A. ^-11 1U V*- A A til V-/ 

containing group Formula 7 


Grouo Vin 


Claims 1-4 55 56 fin 

v^iuinik) x r , +j , v'U \ 

part) 


Comnound of Formula I wherein R« is a indolvl 

V^Vllll/ V/C*11V1 VSX X V/1111U1U X Y» llvlvlll IVf] XtJ CI 111UV/1 J 1 

Formula 8, 23 or 24 


Grouo IX 


Claims 1-4 55 56 fin 
part) 


Comnound of Formula T whe.rpin R« is a 

V./11 1 L/U U11VJ. VJ 1 X v/l 111 vl 1 CI X VV HV^l V^lll xXfJ 1 lZJ CI 

carboxzolyl of Formula 9 or 28 


Gronn X 


Claims 1-4 55 56 fin 
part) 


Comnound of Formula T whprpin R„ is an ether 

V-/ V/lll U11V1 VJ 1 X V/l 111U1U X W 11V1 vlll fl 1 lJ Cll 1 Vlllvl 

containing group of Formula 1 1 , 1 2 or 1 9 


Grouo XI 


Claims 1-4 55 56 fin 

V — - 1 CI 1 1 1 1 k 1 X I , «-/ , mS \J I 111 

part) 


Comnound of Formula I wherein R„ is an 

^/V/lllL/vUllU V_7 J X V/l lllUlil X VV 11V1 Vlll 1V[] XlJ Ull 

imidazopyridine of Formula 13 


Crronn XTT 


Claims 1-4 55 56 fin 

V^icLxlllO 1 i , *J*J) *J \J \ 111 

part) 


Comnound of Formula T wherein R« is a 1 3 

\**> v/iii yjyj ciii vi \j i x v/i nictici x wiivi vin i v^j ±<j ci x , ~j 

oxazolyl of Formula 1 2 , 39 or 49 


Group XTTT 


Claims 1-4, 55, 56 (in 
part; 


Compound of Formula I wherein R n is a 
nyarocaroyi 01 rormuia 1 3 or 


Group XIV 


Claims 1-4, 55, 56 (in 
part; 


Compound of Formula I wherein R n is an amine 
containing group oi rormuia 10, zu, zj or z/ 


Group XV 


Claims 1-4, 55, 56 (in 
part; 


Compound of Formula I wherein R n is a 
carooxync ester containing group oi rormuia 
18 


GrouD XVI 


Claims 1-4 55 56 fin 

v^iiuiiu x r, , v7 i in 

part) 


Comoound of Formula I wherein Rn is a 

\> V111L/ V vtllV/ V/l -1 vllllvllii -1 ▼ T nvi will ivn 1U %A 

benzoxazolyl of Formula 21 or 42 


Group XVE 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula I wherein R n is a 
benzopyrazolyl of Formula 26 


Group XVm 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula I wherein R n is a 
pyrrolyl of Formula 29, 33 or 45 3 



1 Applicants assume this is a typographically error and that the Examiner meant to refer to the compound of Formula 
14. 

Applicants assume this is a typographically error as the compound of Formula 27 is already assigned to Group II 
3 Applicants assume this is a typographically error as the compound of Formula 29, 33 and 45 are already assigned to 
Group V 
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Group XIX 


Claims 1-4 55 56 (in 
part) 


Comoound of Formula I wherein R n is a 
pyrazolyl of Formula 30, 3 1 , 40 or 47 


Grouo XX 


Claims 1-4 55 56 fin 
part) 


Comoound of Formula I wherein R n is a 

v_/ in w ♦ A x ^> x. -A- jl jl jl jl jl %jj» -A- t v jl jl%^ a. »^ jl a .jx »- i i -* *■ • 

phenothiazinyl of Formula 4 or 51 4 


Group XXI 


Claims 1-4, 55, 56 (in 

f\ort i 

pan; 


Compound of Formula I wherein R n is a 

pyrruiyi ui runiiuid j£ ur mo 


Group XXfl 


Claims 1-4, 55, 56 (in 
pan; 


Compound of Formula I wherein R n is a 
Denzopyraiiyipyriuiiiyi ui rurinuia 


Group XXm 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula I wherein R n is an 
oxygen containing incyciic ring 01 rormuia jo 
or 37 


Groun XXIV 


Claims 1-4 55 56 Tin 
part) 


Comnound of Formula T wherein R« is a 1 2 
thiazolyl of Formula 41 or 46 


Grouo XXV 


Claims 1-4 55 56 fin 
part) 


Comoound of Formula I wherein Rn is a sulfur 

\_^V/111L/V/ W1J\^ Vl A V/1 111U1U ±. Tv 11VI Vlll jl li I*-' k-7W*ll-V*X 

containing tricyclic ring of Formula 44 


Group XXVI 


Claims 1-4, 55, 56 (in 
pan; 


Compound of Formula I wherein R n is an amido 
coniaining group 01 ronxiuid *+o 


Group XXVD 5 


Claims 1-4, 55, 56 (in 
part; 


Compound of Formula I wherein R n is an NOH 
coniaining moieiy 01 rormuid jv 


Group XXVm 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula IT wherein R n is an 
amino containing group of Formula l, 2, 9, 12, 
15, 18 or 19 


Group XXIX 


Claims 1-4, 55, 56 (in 
part; 


Compound of Formula II wherein R n is a 
nyoroxy coniaining group 01 rormuia j, ^, or 11 


Group XXX 


Claims 1-4, 55, 56 (in 
part; 


Compound of Formula II wherein R n is a 
carooxy ester containing group 01 rormuia j, o, 
or 17 


Group XXXI 


Claims 1-4, 55, 56 fin 
part) 


Comoound of Formula II wherein R„ is a 
nitrogen containing bicyclic group of Formula 7 


Group XXXH 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula II wherein R n is a 
benzoindolyl of Formula 8 


Group XXXDI 


Claims 1-4, 55, 56 (in 
part) 


Compound of Formula II wherein R n is a 
pyridinyl of Formula 10 or 16 



Applicants assume this is a typographically error as the compound of Formula 41 and 51 are already assigned to 
Group IV 

5 Applicants note that the compound of Formula I of Formulas 14 and 17 have not been assigned to any Group. 
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Group XXXIV 


Claims 1-4, 55, 56 (in 

f\11*t 1 

part; 


Compound of Formula II wherein R n is a 
inuoiyi ui fui inula i j 


Group XXXV 


Claims 1-4, 55, 56 (in 

pari ) 


Compound of Formula II wherein R n is a chloro 

cuniaiiimg giuup ui rui inula it 


Group XXXVI 


Claim 5 


Method of treating or reducing inflammation, 

pdin or revcr using tnc cuiiipuuiius ui Fuimuid i 

or n 


Group 

YYYVTT 
AAA V 11 


Claims 6, 7 


Method for treating a gastrointestinal disorder 
using ine coinpounus ui rumiuid i ur 11 


Group 

YYYVTTT 
AAA Viil 


Claims 8, 9 


Method of treating for facilitating wound 

nediing using me coinpounus ui Fumiuid i ui xi 


Group XXXIX 


Claim 10 


Method of treating or reversing gastrointestinal, 
renai anu/or respiratory using me compounus oi 
Formula I or II 


Group XL 


Claims 11-14 


Method of treating for an inflammatory disease 
using ine compounus or ronnuia i or n 


Group XLI 


Claim 15 


Method of treating for an ophthalmic disorder 
using me compounas or rormuia i or r± 


Group XLII 


Claims 16, 17 


Compositions comprising the compounds of 
rormuia 1 or n or ciaim i ana at least one 
additional therapeutic agent 


Groun XI JIT 


Claim 18 

v^-i drill x \J 


Method of treating or reducing inflammation 
pain or fever using the composition of claim 16 


Group XLIV 


Claims 19, 20 


Method for treating a gastrointestinal disorder 
using ine composition or ciaim 10 


Group XLV 


Claims 21, 22 


Method for facilitating wound healing using the 
composition or ciaim 10 

—■■««■■■■■»■■■■■■■■■ ■ i ■ 


■■■■■■ WW.WHHH1IIM1 — — .. ~~ . 4 

Group XLVI 


Claim 23 


Method of treating or reversing gastrointestinal, 

t*nnol on/1 /a* 1 c t\ i rot c\ y*\ t t av i /-* i t"\ / ncinn fli** 

renai anu/or respiratory toxicity using tne 
composition of claim 16 


Group XLVH 


Claims 24-27 


Method for treating an inflammatory disease 

licino tli** pnmnnci tinn nf r*1i^irn 1 n 
usnig liic cvjiiiuvjii nun ui ciaim ivj 


Group XLVHI 


Claim 28 


Method for treating an ophthalmic disorder 
using the composition of claim 16 


Group XLIX 


Claims 29-37 


Compositions comprising the compounds of 
Formula I or II of claim 1 and at least one nitric 
oxide donor compound 
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Group L 


Claims 38, 39, 58 


Compositions comprising the compounds of 

plaim fltiH tk\ lpaQt nnf trip runpn tip aopnt 
^✓idini ciiivj ox itdoi unc iiiv^i d|-/v^uuiV-/ dgdii 


Group LI 


Claim 40 


Method of treating or reducing inflammation, 

DJiin nr fpvpr limine trip rnmnn^itinii^ of pl^im 

29 or 38 


Group LIT 


Claims 41, 42 


Method for treating a gastrointestinal disorder 

liQintr thp pnmnn^itinn of plaim 90 nr ^8 

Lialllg VllV^ V/l-JlllUwOlllWll Ul V^ldllll ^.7 vJl JO 


Group LIE 


Claims 43, 44 


Method for facilitating wound healing using the 

rnmnnci tinn p*f*pl?iim OQ or 

CL/lilL/VjolLlVJll yJL ddllll ±*y v/l JO 


Group LIV 


Claim 45 


Method of treating or reversing gastrointestinal, 

rA n q 1 QiiH/nr rpcni vckt c\it\t few i r* i t\i licitifr flip* 

iciiai diiu/ui icapiidiuiy lUAiciiy uoiiig mc 

composition of claim 29 or 38 


Group LV 


Claims 46-49 


Method for treating an inflammatory disease 

liQincr trip PomnnQitinn rvf pl^im 9Q nr 

UMllg lilt ClJlllJJ\JolllUll \JL l/ldllll ^-V Ul JO 


Group LVI 


Claim 50 


Method for treating an ophthalmic disorder 
using the composition of claim 29 or 38 


Group LVH 


Claims 51-54, 58 


Kits comprising the compound of claim 1 or 55, 
or a composition thereof with additional active 
ingredeints 



The claims in the pending application are directed to nitrosated nonsteroidal 
antiinflammatory compounds, and compositions comprising nitrosated nonsteroidal 
antiinflammatory compounds, and, optionally, other compounds, and the methods of use for the 
compounds and/or compositions. 

III. Restriction is Not Proper When the Claims are Related 

As stated in MPEP §808.02, "[w]here, as disclosed in the application, the several 
inventions claimed are related, and such related inventions are not patentably distinct as claimed, 
restriction under 35 U. S. C. §121 is never proper (MPEP §806.05)." 

All the pending claims are related. Thus, the restriction requirement is not proper. To 
show that the inventions are distinct, the Examiner must show either that (1) there is a separate 
classification of the claims; (2) a separate status in the art when they are classifiable together; or 
(3) a different field of search. In re Kase, USPQ2d 1063 (US PTO Director, 2004). 

None of these three criteria have been shown with the claims of this application: 



BOSTON 2321584vl 



Provisional Response to Restriction Requirement 
Application No. 10/612,014 
Page 6 of 8 

If the nitrosated nonsteroidal antiinflammatory compounds are allowable, then all the 
compositions requiring a nitrosated nonsteroidal antiinflammatory compounds would also be 
allowable and all the methods of use for these compositions would also be allowable. In other 
words, every pending claim that requires a nitrosated nonsteroidal antiinflammatory 
compound would also be allowable. In re Kase, USPQ2d 1063 (US PTO Director, 2004). 

A search of the prior art for the nitrosated nonsteroidal antiinflammatory compounds 
would necessarily encompass a search of the prior art for the compositions for the nitrosated 
nonsteroidal antiinflammatory compounds, and, optionally, other compounds, and their methods 
of use. Thus, the prior art for the nitrosated nonsteroidal antiinflammatory compounds of Groups 
I-XXVII of Formula I or Groups XXVII to XXXV of Formula II respectively, will also be the 
same prior art for the compositions, methods of use and kits for the nitrosated nonsteroidal 
antiinflammatory compounds (i.e., Groups XLIX - L or Groups XXXVI to XLVIH and Groups 
LI to LVH or Group LXVII). 

The claims in the pending application are generally directed to nitrosated nonsteroidal 
antiinflammatory compounds of Formula I or Formula n, and compositions comprising 
nitrosated nonsteroidal antiinflammatory compounds, and, optionally, other compounds, and the 
methods of use for the compounds and/or compositions. 

Additionally, applicants respectfully submit that the Patent Office has failed to properly 
follow the MPEP guidelines for unity of invention within a Markush group. MPEP §803.02 
states (Emphasis added): 

"Broadly unity of invention exists where compounds included within a 
Markush group (1) share a common utility and (2) share a substantial 
structural feature disclosed as being essential to that utility" 

The Examiner failed to appreciate that the compounds of formulas (I) or (II) are recognized 
classes of chemical compounds (i.e., nonsteroidal anti-inflammatory compounds) and there is an 
expectation from the knowledge in the art that members of this class (i.e., nonsteroidal 
antiinflammatory compounds) will behave in the same way in the context of the claimed 
invention. 
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III. Proposed restriction requirement 

Applicants respectfully propose the following restriction requirement: 



Group I 


Claims 1-58 (in 
part) 


Compounds and compositions of nitrosated nonsteroidal 
antiinflammatory compounds of Formula I, and 
optionally other compounds, methods of use for the 
compounds and/or compositions. 


Group II 


Claims 1-58 (in 
part) 


Compounds and compositions of nitrosated nonsteroidal 
antiinflammatory compounds of Formula n, and 
optionally other compounds, methods of use for the 
compounds and/or compositions. 



IV. Provisional Response to Restriction Requirement 

Applicants provisionally elect Group X, claims 1-4, 55, 56 (in part) drawn to the 
compounds of Formula I, wherein R n is an ether containing group of Formula 1 1, 12 or 19, with 
traverse. 

V. Election of Species 

In response to the election of species requirement, Applicants elect the nitrosated 
nonsteroidal antiinflammatory compound of Formula A, (N-methyl-N-(((2-(nitrooxy)ethyl) 
oxycarbonyl)methyl)carbamoyl)methyl (2S)-2-(6-methoxy(2-naphthyl))propanoate, with 
traverse. 

This compound has the structure: 

0~N0 2 



(A) 

The synthesis of this compound is described in Example 20 of the specification at page 
82, line 22 to page 84, line 21. 
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VI. Conclusion 

Applicants respectfully request that the restriction requirement be withdrawn and be 
replaced with Applicant's proposed restriction requirement. 

An early and favorable consideration and allowance of the pending claims is respectfully 



requested. 




Date: October 27, 2004 

welmer cutler pickering 
Hale and dorr llp 

1455 Pennsylvania Avenue, NW 
Washington, DC 20004 
Phone: (202) 942-8453 
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